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(57) Abstract 

An S-<2-aminoalkoxy)fluorochroman derivative represented by general formula (I) or a sail thereof, both having a 
selective affinity for 5-HTia receptors and being useful for treating psychoneurotic diseases such as anxiety, manic- 
depressive state and schizophrenia, sex disorder, eating disorder, sleep disorder, and drug dependence: wherein Ri. K2 and 
R3 represent each lower allioxy, etc., or Ri and R2 may be combined together to represent -0-(CH2)„,-0- (wherein m is an 
integer of 1 to 3), etc.; R4 represents hydrogen, lower alkyi or aralkyl; R5 represents hydroxy, amino or lower alkoxy; R^, 
represents hydrogen or lower alkyl. provided R5, R^ and the carbon atom to which they arc bonded arc combined together 
to represent carbonyl; A represents an ethylene group which may be substituted by lower alkyl; and B represents 
optionally branched CpC|o alkylene. 
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3 - y f-;i'^>^;i/^£^ 1. i->'y^yu:/5^ 
>'i/S> 1. 2 2, 2-'J ^f-A^y^f-ix^m. \, 
3 -v^yf-^uy^^is. 2, 3 -v'j/^^^t.rf^^US, 3. 3-i^y 
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20 M{wfiiaiT^I/=J + i/iSffiT;U3:t^i/e (-0-T7U+U>-0R) 

25 -lf>3St3&<^g^b/c2 3S$S'&^•ra]^S-C^tiSl$nT^^5■|g;iS^Ty^ 
^m^-r^ r<ai8iT;U3 4^i/Sj t LTt>JifBir}g»f y-z 
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t e r t -yf^^'U^^fS^ ^y^Jl^^m. -< 'J^>^Jl^^^m. 
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1. I 1. 2-'J :f =f-)iy=f-)V=f-ii-m^ 

2, 2->?^^;u:r^;i/^^S. 1. z-'J^'}-)izf'f-)i=f-t^^ 

2. 3 - 3, 3 -i^y^^UT/f-yUf^rt-S. 

\ -x.')-)lzff-J\^=i-itm. 2-3L^JlZf=f-)lf-i^^^ 1. 1, 2- 
20 h U ^f--'l':^DhVl/f^:*-Ss 1. 2, 2 - h U y^ibT'n f;l/f-:i- 

S> 1 -Jif-^l/- 1 - yf-^l/T/obVUf^:}-^, 1 2 
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5 jm. 1 -y^;u:rf-;i/T $ 2 -yf^^UTT^^^UT $ ys, 
1. 2 - -:^y^;i/yabVi.T $ ys. ^^iyJiT I jm. 
•>;UT^ys, 1 - y^;b'^>^->i'T i y 2 -y ^;u^>5^;i/ 
T^ySs 3 - yf'-'U'O^^uT ^ ys, 1, 1 -i^y ^^i^y^-yu 
T = ys, 1. 2-':^y^Ji-:f^JiTijm. 2. 2-i?y^;U3^ 

10 f-JiTum. 1, 3 - i?yf^;u::/f-JUT $ ys, 2. 3->^y^ 
jizr^jiT^^m. s, z-'j /^)izr^)ir urn. \-^f-JU 
zr^/iT I jm. 2-:x.f-jizf^jiT i jm. 1. 1. 2- buy 

f-;U^a tVUT 5 y 1. 2. 2 - h y ^;urn h';UT i y 
1 1 - y ^iUTTn lf;UT $ y 1 -ol^jI- 2 - y 

15 ^uyn l^^UT $ y Slp7!r5#lf t>n5o 

)VT I J e^TTo i^Ti/T $ ys. i^-r vyo f;uT ^ y 
i^y'f-jir urn. ^j^^f-Jir v (s e c-zr^j\^) 
T $ ys. 2^ (t e r t -zff-Ji) Tijm. i?^y^)\^T ^ ys. 
20 v'^f v^>f^;bT i y i^:^3f^>^yUT ^ ys> ( t e r t 

y^^35i<#if^nSo yf^/Pxf->n/T i y 
yf^;uyai^;i,T$ y«. y f-yi/^r v >^n tvur ^ y yf- 
;br^^;i/T i ys, y^ 'jzr=f-)iT i ^ mmo ;^ ^ jn&mr 
^jiriym. a:f-;uya tr;i/T ^ y^, i^^tz-r y:/n hVUT ^ 
25 ys. j^^^-'uy^^^i/T $ ys. if';i'>r v:r5^;pT$ ys, xf-;u 
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^i&mT Jltf y ^ JUT i a- NR' -CO-R;R" liTK^ 
mi^Xlii&WLTJl^Jimo ) J tLXH. ^ T-t 

5 zr^ 'J ;UT i y v:r^ 'J ^br ^ y v<u u jit k jm. -f 

yy<u^) jiT urn. \^y<a^ JIT um. y >f Ji^T u 

H^t^T JVtiJ ^ Jl^^i^m (-0-CO-R) J irLTii. ^> 

10 y^^t—jnt^um. yf-^) Ji-t^i^m. ^ y-x^^v Ji^t^i^m^ ^< 
mmTJitjj^jum c-co-r) j tuxtis ^^-'I'^^i'S, 

r<£iBlT;U3 + >*vt/jj?^;l/S (-CO-0-R) j ttTti. 

20 h + "^yf-jy^nr^'^ii j\^^^=.j\/m. ^^'^jv 

:f + i/ * ;JC— »f n -5 e 

Tl±. y^L/>S. ynei/>^, T/^l/^S. ^> 

25 y^/i/^D h*u>S. 1. 1 ->?y5^;i/:/^b>S, u 
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5 1 -7xr.;Ujii^;US^ 3 - :7 *^7U:/n tVUS, 2 - 7 

^fc^;^s^ 1 -3^ i— ^u:/o tvi/S. i - /f^^i/- 2 - 7 
f^^us. 4 -7x^;t/:/f^;uS. 3 -7 X— 2-7x 
— 1 - y j^^Jiyf-jim. 2- z-y 
:/nhVi/^, 2-yf-;i/- 2-7x— /i/T/n tvi/S, 2-yf-;u- 

1 -y^;u- 2-y :i.^Jizf TO \^ Jim. 1 i -7x— 

zTaii'Jim. \ -x.=f-)V- 2-y :i.—)l:x.^)im. 1. 

JU- 2 - 7 X — ^l-if-il/S^ 5 - :7 x^>>U^>f-;U^^ 4-7xr:. 

3 X— ;u^>f-yus, 2 - 7 x— 
15 \ -y :^—fV^yf-)im. 3 - jf^Ji- A -y x.—Ji^zr^j\^m. 3 
3 -:7x— 3 - j'^^^u- 2 -y ^^.—Jiy^j- 
Jim. S - /^Jl- I -y ji^A/Zf'f-JlM. 6 - 7 X— 

5 -y s.^ji^^i/ji^m. 4 -y :f.—Ji'^^'>jum. z-ys. 

2 - "7 X— -'I'^-^i/^i'S. \ -y 3.=.)i'^^i/ ji 
20 4 - y ^^'U- 5 - :7 x~;K>^;u^s 4 4 -7x 

—)\^-^yf-)im. 4 3 -37x— ;u^>f-;US^ 4->'^ 
-'I/- 2 -7x— 4 -^^if-;!/- l - :? x— ;u^>f-;i/ 
\ --ry^Ji 2-i-y'f'Ji/^Jim. 2- (i-:^ 
x^>>US, 2- (2 -^^^^'U) i- (i 

25 7 xf-;USs 1- ( 2 --^7f-;L') 3- 

yj-ji) yntvus, 3- ( 2 :rolf;Ug, 2 - (1 
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(.1 --t-yf-Jl) ZfnifJim. 1- ( 2 --^:7^;U> hVI/S, 
1 -;f9-Jl- 2 - ( 1 -i-yf-JV} :t.^JUm. 1 2 - 

5 <i2--f'y^Jl') Zf^Jl^m. 3- (l-:h:7^;U) 3- 

<.2-i-y^Jl) Zf^^im. 2- ( 1 -Th^'f^;!/) zTf-Jim. 2- 

(2--^:7f^yu) I - (.1 --ry^ji:) i- 

(2 -■^7f•>>^) 2 - 3 - ( i -:h:7f^/i/) :/ 

ntVUS. 2- /f-Jl^- 3- i2-±y^Jl'y ifaifJim. 2-y 
10 ^71/- 2- ( 1 -^h^^^U) 7"o f^t/^^ 2-y^;U-2- (2- 

■^75=^;^) 3/'u tr;i/S^ 2 - y 1 - ( 1 :/n e 

A^&. 2-/^^U- 1 - (2-:^7f^yU) :/ntVUS, 5_(1_ 
-*-:7^;U) 5 - (2-:^7^;^) 4- 

^>'f'JVm^ 4- (2 -:^:7^^l/) 
15 3 - y 4 - ( 1 -:^:7 5^yl/) 3-:/9-Jl-4- 

i2--)'y=f-)i^ zr^)^^^ 6- (i-:h:7^^i') e 
- (2--^:7f-;p) ^+->;us, 5- i\-±yf-)i^ ^+i/;t/S, 
5 - ( 2-i-y^)\/') ^^i/jim^ 4 - 5 - i \ - -f-y^ 

)l) 4 -yf^-'l'- 5 - (2 --^:7f^;^) ^>f-;l/S. 
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20 T^^tl-SSP^CDR' -R' ^j£lTom'Vib^1t'^^T$>Zo 

25 :/3gt7!r<*i^L/c2Sitil'&^7-n]SST'iHSI^nTl>T*>J;l>fliiffi . 



wo 94/29293 



PCT/JP94/00923 



1 4 

(it. R' SD'R* li-i^tiS:-:>X 

-O-CCHa)*- (jg : 2~4CDMtS[) , 
5 -O- (CH2 ) m -O- (m:l~3£DS^). 

R« SCJfR' ti— <*:t/j:oT 
-CH=CH-CH=CH- 



wo 94/29293 



PCT/JP94/00923 



1 5 





ft © « 15: 


# # 


^ □ vy >M 


8- (2- C4- (1. 3-^ 4^ 7 -;U 
- 6 -y JlJt-a-i-;/ J y 


2 


3 3 


6-7^^5^^-8-[2- (4-(4- ^ h^'>:7x 
— 3^f->>UTiyD a. h^i/]-4-^^n 


1 


3 4 


^ a V >M 
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3 8 
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3 5 


i7D y >gj 
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20 ^:|igHBYb^<a{l, ^j^K^H^^Wr-SC tJ><*0> ^^^^^ 
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15 (Gr e en e) fc.fcc;''!?^':/ (Wu t s) ^, 

rProtective Groups in Organic 
Sy n t h e s i s J , ^ 2)lg{wS«JCDfiig|«^^{f ^ C t^^-C^. 
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15 ^cki>o 

25 X{iT;U:<7 U(Cj;51ra7jc^j!?^©5!iS75<fflV-'=.tl'So 
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F R' 

O-A-N-Z 
(IV) (V) 
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l)N-T;i/=^-;l/rb 
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C^^, R' . A. B, X. Y*>J:a'Z{ii(ria©5t!5|c^^ 

15 -r-So ) 

^nmit. Ji^^tf* (17) *5«kCK (V) 'Cm^tii<t^^'S:mmf£ 

20 <o ( I ' ) t?^sns:*:|gB^fl:-^!ai^j|.s:^ffi-e^^„ 

J* ( 1 ) tl^«{wff ^ d So 
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(VI) (VII) 



2)iS7c 




( I ' a) 



(^tfR' . BfcJ:?JfYliliu£cD^!*<£-Wb. A' {i^S 

15 ^WtTl>Tfe >^*^L, A * JiTKf^C^^ L < {i<g 

fRTJl^Jim^mU cztrSA' -CH (A" ) -liHiiiBAtrl^ 

b^^o ) 

(I ' ) ff». ±5C;'=t» (I ' a) •C^SnSfk^'KKi, 
(VI) T-^^n^T^Uv^t K ittz\t^h» <t^mt (VII) 

^^nmmt^^ (VI) ir-ecosisstisgo (W) t^is^fflur 



wo 94/29293 
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t'(D9:^mmm<D^^T. y^j-)\^, ^.^j-a,. p^i^^m, 

20 -rsc t(rj:t)*->i'^->'US{r|£fb§-&-5::i:*<-C$5o 



VfO 94/29293 



PCT/JP94/00923 



2 2 

m^SStfe ( 2 ) 

0-A-N-H 
(M) (K) 



0 F 




CI' b) 



zz(wS-CH (B* ) -B' {iltfiaBtr^bi^o ) 

^jc^BJfb-^^D ( I ' ) iSC* ( I ' b) -C^^nSYb-^^&ll. 
±.^^ (M) •vm^tiZ>Tiyit^^h (K) T^$n^T^l/7=b 

;f!:5?i*(r*;»t-SIS'&Xg. StcXS, *><k c;iUi<Sg|Xg{ifiia^ 



wo 94/Z9293 



PCT/JI94/00823 



2 3 




(X) (XI) 



0 F 




(I' ) 

:^mmu. Jb^»*» (X) (XI) -c^^n^it^m^mmts. 



wo 94/29293 PCr/JP94/00923 



2 4 



T-lrh>, Z-y^jy. T-trh-hU^P, ^/^;t/5h;l/ 

Z n CD:gS 1 5^ h ^ >>U T > "t; Ui^fs. i: ® ig^ 'itS 

15 ntfc. (X) tj'. Y*<;{7;l/:}?-;bS-r*)5<b-^!aiT*-5 5 

-:7;l':i-D- 8-hKD4^'>-4-^nvy>. 6 -7;U:*-a- 8 

lli*i:LTl^{w^ffl-r*So 



20 



wo ^9293 
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mmwiik ( 1 ) 

O-A^-COOH 
(XII) 




(I ' c) 



20 fe*WLT^^Tt>J:^^y^^>S^•Sb, cccSA" -ch, - 

:^mm<t^^ (I ' ) (I ' c) -cm^ti?>{t^<^it. 

25 L^T^fiKLy^gfT $ K (XIII) ^MtcL (iS5cX@) . Yt^tiJl^f. 



2 5 




(VII) 
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WOM/292S3 



PCT/JP94/00523 



2 7 

{i^DASc. -i8<l:-=?>:«f>. DMS 0 -iM<b:i-4^if' J -'b^Oigfb 
^BSgfe (2) 




(X) (XIV) 




( I ' c) 



(^ff. R' --R* . B. X, Y. A' {ifl1lB03i!*^^f -So ) 
{ii^^* (X) feJ:0' (XIV)T^^ti-5ft-^«3^ii^ni:^i«4»T'S 



wo 94/29293 
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2 8 



xstrfcv^T (XI) ©*^t>Olc (XIV)^mt'>'5c cnt 

mmtzno :itif<'c^^o ttc amy -cm^n^mri 
( I ' c) -cm^ri?>^^m<t^^^ii±s& ( i ) ti^^iic tr^ 

m^^m ( 1 ) 




0-A-N-H 



(VIII) (XV) 



P 




(I'd) 



CCJC-CH2-B' {imBlr^L^^o ) 
>|5:|6Bjrb^ia) (I ' ) (I'd) T'^^nsfb-^iliUi. 



wo 94/29293 
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2 9 

jltC^ (viii) x-m^ti^T ixt^^t cxv) X'^^n^tuirf. 

10 D + i/y5^u>*>t,cDffiferb«^ES& ( 1) ti^«{I^T^ 



wo 94/29293 
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3 0 




(^tf. R' ~R* , A, X. Y, B' \immoM^=^^-rZo ) 



wo 9409293 
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3 1 



PCT/JP94/00923 



3 3 

mist. tt£i(2. mm. mm. i^^mit. mm. nm^B. 

w(z>j;9/i:i^iii:LTi±0!ix.{f^$. ^3g*»<to*-9o. mn^mm 
mmmm. ^m-mmmm. Tjvyy^^cr-m. mmmf£tc!>mm: 
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3 4 

(I) 5 -HTiA^^(*so'T Ki^-^-'j >a, ^^wizn-r^mm 

5 5-HT,A^^mzn-t^mmmt^ PeroutkaO:^?* [j. Neuro- 

chem. 47. 529(1986)] 5 h?fe^©^3js:^fflv^T h 'j 5^ 

O I^mmLtz 8-OH-DPA T OgSl^ail^-r S C t J; O 5Ra6. 

a, ^^^(^(cSt-rS^fDtili. Greengrass^)CD:&^ CEur.J.Phar- 
10 macol. 55. 323a979>D iZ'm\ 7 ^ h:^liKWO^:*:^ffil^T h 
*)^^Ammhfzzr'^'/iy> (Prazosin) Ogm^fflH^-rs c t c 

(iSm) 

;Js:^Bj<fc-^!B5*j J: Ofi^aafb^iajJlol ^T 5 - H T , aS^{**> «}: 



wo 94/29293 
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3 5 



m A 



n m <t ^ ^ 


(Ki: mULi-y^Jl) 


(a,/5-HT,A) 




5 -HT.A 


a 1 


^jtmit-^i^ cmmm i ) 


3. 07 


203 


66.1 




3.13 


250 


79.9 




0.159 


8.31 


52.3 




5.77 


150 


26.0 


*rB3<b-&«a 2 


0.674 


8.27 


12.3 



Mm<t^m 1 : 5-125024 ^{ci:^(Dmmm 1 2 lamo 

S>rM<t-^«te 2 : ^Pg^p 5 - 1 2 5 0 2 4 -^^IRO^SSg^ 2 iSfScO 



15 ( 2 ) ^f^t&mi'fmmm 

^Jt^i: LTiSa^yi [J. Neurosci. Methods.. 2. 219(1980)] o 
ffiSl^tft-^ts 3 0^^. 2E^-fflt tXl^tilfflCD^-v'CAtl. 
/^o 1 0^racD9-feCDtfc^fi<)ffi5{lPfflCD#i)(CD-&tf^^26. ^!^#^ 
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3 6 

^itn-t c t (c ck 0 ^T/J: o fzo 

(MED) ^m-^Tia^BJr^L/co CO^m. 3{i:^H3rfc^«Z)U*f 
^ B 





^ m (t ^ m 


:g/^W3?l!Jfflfi (mg/kg i p) 


:^m.mt^^ mmm i ) 


0.0 1 




0.001 




0. 0 1 


sam^t^^ 1 


0. 3 




0.0 3 




0. 5 



20 ±mmm^^m^zJ^ iD^^^ritc:^§&B^<t'k^cr>T-^mmi^mit. 

25 ( I ) -C^^tltcit^^XU^omcD 1 mx{t2m&.±^ 



PCT/JP94/00923 



3 7 

^iSPS-^OJ^-^BKAl B^/cO 0. 0 1 ~3 0 Omg, if * L< 
liO. 1 — 1 0 OmggST'«>*5. ^n^— [il-e. *)StMi2 — 4 

*§l|BBCJ;^iSP^^©/cJi)CD@i*M^«&i:bT<±. i^^J. ©[SO. 
Jim^^^D® O 7 ;U A -CIS |g L 1 1> J: I >o 
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^iS^J. lgS^[>Jt fW^tiyo t*l/>r'J 

$ t,cRf«isB. ffis^j. ?iim. ^%cm. ^^<b5W (fi>jx.«. 



W0 94A29Z93 
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3 9 



.DMcDmyjm ( l . 5ing0E) 



mmmiaxt^^ i. 5mg 

?L 7 5.9 

n^XjJ'-^ 1 9. 3 

h Kn^r->:/o l^;U-tr;l/n-x 3. 0 

:7.'rT ym-^C^^-y^^ 0. 3 

fh 1 0 0 mg 

10 mmm K^it^'^ I 0 . 5g, ?l^53i. 3g^5^•lJi^^ 

13 5. 1 g^^mi^n.^-v-^ >r^a (::^mKS{'^ms») +t 

15 Sl?2 1 0 g^l®^LTi^«fi[L/-o 2 p y y i/aO®<£-iiU 

c:n{3X-7^T U >Bftvr*->'i;A2. 1 g^Jn;tDC (Double 

Cone) w^^m^m-cm^mi. o-^^ v-nf&m (.mikT.my x-^e.s 

mmx 7. 8 R©BI^*ffiffl LT 1 fegS t) 1 0 OmgCDmMtLtzo 



20 ISBg«-|IM-rsyi«)©©SOJ^SI 

25 *lt»0l!{m^6«I{r^^«IftB/j:*g©^-C^a^f -5fc©-C«>-So 



wo 94/29293 
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4 0 



##0IJ1 (1) 



0 




OCHzCHzBr 



6 -■7-'U^o- 8 - h Kn^^i/- 4 - nvy > 1 . 3 0 g. 
1. 2 - >^:ra^i:J^ > 1 2. 3 m 1 ^.>l*;UAT $ K3 0 

10 y^~^i.o. 2 3 g^-jnx.. 1 0 o'cx—^mwiytco mm=^^ 

*^Hni*->'J ^^•^'U^^Ai'Dv -{wftL, -N^-y-^ 

-i^i$j:.5^;i' (4:1) OS-&^«"C^ai^. ^JK^-fS^f C t 

o_ 4 -^jrovy > 1 . 3 2gi&#/Co 
15 MS:j3'*fffi (EI. m/z) : 2 8 8 (M*) ,2 9 0 (M* + 2) 

mmn^m:^^i7 hJi (cdc i ». TMSi^gj^fii) 

6:2. 83 (2 H, t. CS-Hz), 3. 68 (2 H. t, 



20 



CH,Br). 4. 34 ( 2 H, t. OCHaCHaBr). 
4. 60 (2 H, t,C2-Hj). 8. 84 (IH. dd). 
7. 19 ( 1 H. d d) 



#%eUl (2) 



OH 




OCHzCHzBr 
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±IE#%0IJ 1(1) -cmz 8 - (2 -:/a^aih^i/) -6-7 
;U::i-a- 4 -^avy > 1 . 3 2 g ^ -;H 8 0 m 1 (I^IP 

u, ^jc?#T. 7jc^fb*5'i'^:^ h -t? A 0 . 17 g^jD^/io ^ia-e 

5 U 8 - ( 2 -r/D^j. h + - 6 -:7;U:i-a- 4 - nvy - 

;H . 3 5 g <£-»/co 

Kfi^3-«f<i (E I. m/z) : 2 9 0 (M*) .2 9 2 (M*+ 2) 
^mm^Rl:^^^ h^U (CDC 1 3-CD3OD, TMSra^'P) 
S : 2. 0-2. 3(2H. m. 03- Hs). 3. 65 (2 H, 
10 t.CH2Br).4.30(4H. t likem, 

OCH2X2). 4. 71 ( 1 H. t, C4-H), 6. 60 
( 1 H. d d) . 6. 7 3 ( I H. d d) 
##09 2 (1) 



/ \ 

0 0 




6 -:7;l'3fn- 8 - h Ka^^i/- 4 - ^nvy > 1 . 8 2 g, x 
20 >5^'J a — ->H . 2 4 g, :t h =¥m:r.f- Jl 2 . 9 6 g^^> 

•ify 5 0ml CSPU P - h;L'a:.>X^l'5^>®J • 1 ^KfD© 0.57 

g^flD;^. 4 5^iini¥feiissb/co i^'^m.mm^^myi(>mi- h u -^a 

25 ftb. (3:1) CDS^^i«-e^aj^. ^ 
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4 2 

W»^3-Vffil (E I. m/z) : 2 2 6 (M*) 

mm^^m:^^^ hvu ccdc 1 3, tmsf*3S15^^) 

6:2. 15(2 H, t like m, C3 -H,) .4.0 
5 -4. 3 (4H. m, OCHsCHjO). 4. 40 ( 2 H. 

t. C2-H2). 6. 5 7 (IH. s). 6. 6 7 (IH. 
s) 

##03 2 (2) 



/ — \ 




±^##fi>J2 ( 1 ) t!mfc6 -yJlzta- 8 - t Ka4^->- 4 - 
15 ^Dvy> >Tt3^-;H . 22g{::i, 2--:^yo^aL 

;5^>10ml. S^^TKlftYk-^ h U 't^ATK^^fiE 1 0. SmlfciC)^ 
i!SB&7X^x h^rf-;UT>^^OA (TBAHS) 0. ISg^Jn 
X.. 7 0-C-e2. 51^®^flit/Co SlSmW«Jli^»lSIU 7K@«: 

St. 8 - C 2 -ya*i h^i/) - 6 - 7yl':*-o- 4 - ^ D vy 
KS^^IS CE I. m/z) : 3 3 2 (M*) , 3 3 4 (M*+ 2) 

mmm.^m:x.^i^ hju ccdc i „ TMSi^sc^Jife) 

25 <5:2. 13(2H. tlikem. C3-Ha),3. 57 

(2H, t like m. CHjBr), 4. 0-4. 3 
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4 3 

(4H. m, OCHsCHjO) , 4. 2 9 (2H. t 
like m. OCH2CH2B r ) . 4. 40 ( 2 H. t. 
C2-H2), 6. 62 (IH, dd). 6. 7 6 (IH, 
d d) 

5 #%^3 (1) 




10 6 -yj[^:t-rt- A - ^ a-r J > 5. 0 g h >'U i > 6 0 m 1 

mm (8 5 9<{MS) 10. 3 5 g=&^^lZjsax.fz^ 

•t7A7fc^?g3 0 om 1 ^mTLf^o swaiL/ci^a^ai»jL> m 

TSi^B^L, 8 -:7^U:t-a- 3, 4 - t Ko - 2 H - 1 . 5-^ 
>y':^:*-^-ttr>- 2 4. Og€-|#yio 

mm^mm (e i, m/z> : i s 2 cm*) 
20 mmn^m:^^i^ n^u (cdci s. tmsp9Susi2|!e) 

5:2. 89 (2 H, t. CS-Ha). 4. 54 (2 H. t. 
C4-H»). 6. 8-7. 0 (2H, m) , 7. 12 ( 1 H, 
d d) 
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4 4 



mmms (2) 




igffcT;i/i— "^yA?. 3 2g^l, 2 -S^i' DDi^S^ > 5 Om 1 
{r^iSL> :^?^T, 8-:7;U:fo-3. 4-i?tKn-2H-l. 
5 -^>/-:^:i-+-blf >- 2 4. Og©l, 2->?:?dd 

i3^>^!ffi2 om 1 ^j»Tb/co mu-cQ 0 'mf^mwmm.mm.^ 

10 5 0 0 g O^K^JcC^Jn Affair Si^B^^rSlUiLfco i^H^^^BET 

6 -■7^U::rD- 8 - t Kn^S^- 4 - ^av/ > 3. Og^ 

mM.^mn (E I, m/z) : 1 8 2 (M*) 
15 l^mn^m^^i^ hJU (.CDC I 3. TMSl^SB^ip) 

d : 2. 80 (2H, t, C3-Ha), 4. 54 ( 2 H, t. 
C 2 -Ha) . 6. 8-6. 9 (2H, m) , 
10. 1 2 (1 H. s. OH) 

mmmi (i) 



OH 




8- (2-:^n*ih^'» - 6 4 -i'ovy-;!/ 
(##0»J 1 Ofb-^^) 0. 5 8g, 4 - (4 - y h4^i/7 ;U) 



wo SM/Z9Z93 PCT/JP94/009Z3 



4 5 



zr=f-JlT i > 0. 3 6 g^i^y ^.'l/^^UAT i K 1 0ml \zmm\^. 

m.m*^)'^u^. i4g^aD^, 5 o'c-e i 2i^k, oi^-e^i&-e 

^ -f - ('^^ t. ^ n n jfx^U A - (30 : 1) ©g-^^^ 

aE-e^iiis -sc tJw«b*), e -:7^p:^-d- s - [2- 

C4 - ( 4 - h^iy^i-;!/) :r^;i/T ^ y D ji - 4 - 

^^nvy 0. 3 5g^»fCo 
itM^S-Sfia (FAB. m/z) : 3 9 0 (M*+ 1 ) 
Y)l (CDC 1 3. TMSF^gPSi^) 
5:1. 5 - 1 . 8 (4 H, m, C H « C H 2 C Hs C H 2 A r ) 
1. 9-2. 2 (2H. m. C 3 -H2) . 2. 5-2. 8 
(4H, m. CHjCHgCHsCH.A r ) , 3. 0 6 ( 2 H, 
t. OCHsCHjN) . 3. 7 8 ( 3 H, s. OCH3). 
4. 0 5 (2H. t, OCHaCHaN) . 4. 3 1 ( 2 H, 
t. C2-H2), 4. 73 (IH, t. C4-H). 
6. 58 ( 1 H, dd). 6. 6 7 ( 1 H, dd). 6. 81 
(2H. d). 7. 09 (2H. d) 

%mm\ (2) 



0 




• 0.5 C4H4O4 



iiaSISfiMl (1) -r^/cS -37;U:j-a- 8 - [2- (4- (4 
35 g^i?^any 10ml (r^PL, HWtit-^ if 1/ 
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4 6 

aaji-.jii.- / ^ ^ -ji (10: 1) om^mmx'^tn-r ^ ^ t IZ 

J: (5. S6^<D6 -yjl:tci- 8- [2- C4- (4-yh + '>7x 
5 :/^;l,T $ i - 4 - :;?D-7>' > 0. 2 9 

^T-tr h U .'U-CiSfe^LT 6 -7^l':tn- 8 - [2- C4- (4 

^i7vU-hO. 29g ^#/Co 
10 Hl.^r 1 3 3 - 1 3 6'C 

mmm.^m^^i7 hJl (DMS0-d6, TMSF«iSI5^i|^) 
<5 : 1 . 5 - 1 . 7 (4 H. m. C HaC H» C Ha C H, A r ) 

2. 52 C2H, t, CHsCHiCHaCHsAr) , 2. 74 
(2H. t. CHaCHaCHaCHjAr) . 2. 8 0 (2H, 

15 t. COCHi) , 3. 0 4 (2H, t, OCHaCHjN). 

3. 71 (3H. s. OCHa). 4. 16 ( 2 H. t, 
OCHaCHaN) . 4. 5 3 ( 2 H, t, COCHjCPiaO). 
6. 45 (IH, s), 6. 83 ( 2 H. d) . 7. 01 

( 1 H. d d ) , 7 . 1 0 ( 2 H, d ) . 7 . 2 5 ( 1 H. 
20 d d) 

Ttm^Vfm (Cs8HaeN0«F • 0. 5C«H404tLT) 





c 


H 


N 


F 




64.71 


6. 34 


3.14 


4. 26 




64. 64 


6. 30 


3.21 


4.10 
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4 7 



mm 2 



0 




• 0.5 C4H4O4 



8- i2 -Zfri^jLh^-y) - 6 4 - i'n-^y > 
if-U>T-t?:?-;t/ 2 Oft-^^O) 4 0 Omg. 4 - ( 1 . 

3 -^ly'/i^:t^y-Jl- 5 - >f Jl) Zf^J^JUT $ > 7 0 Omg^T 
10 ^ h^b ') J12 OmUzmmV, ^mti ^1.5 0 Omg^m^, 

•7 hir^y ^ - IZi^L. ^ uuH-^JlL. - :^ ^ J —)V (9 9: 1) ® 

{CC©@it:^5^ b Fo:7-7>5 Om 1 {l^PL. 1 ^^ig^ 
15 10ml ^Jinx.. ^iST 3 "^W&LW Ltzo Tlci^fbf- h »J AtK^^K 

©8 - [2 - (4 - (1, s -^y'/i?yt^v-ju- 5 Ji:) zr 

^^UT j:.h4^'>] - 6 -7;U:t-D- 4 -^0-7 j > 4 2 Om 

20 B^^&ii^roiU T-t h— h U;i/-Clfi^B^-r-6wt(3ctO. 8- [2- 
C4- (1, Z -O'/i^yi-^y-Jl- ^ ->( JV) zf^)lTlJ^ 
i - 6 - 7-'U:to - 4 - ^ avy > ^$7vU-h3 2 

7 m g *#/Co 

ilb.'*^ 1 3 5 . 5 - 1 3 6 . 5 "C 
25 h)^ iTiUSO-d^, TU^P^UWM') 

6: 1. 4-1. 6 (4H. m, C H2C H, C H2 C Hj A r ) 



wo 94/29293 
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4 8 

2. 5 1 (2H. t. CHaCHiCHaCHaAr) 
2. 7 0 (2H. t. CHaCHaCHaCHaAr) 
2. 80 (2H, t. COCHa). 3. 00 ( 2 H. t. 
OCHaCHaN), 4. 13 (2H. t. OCHaCHaN). 
5 4. 5 3 (2 H. t. COCHaCHaO), 5. 95 ( 2 H. 

s, OCHaO) . 6. 47 ( 1 H. s). 6. 63 ( 1 H. 
dd). 6. 7-6. 8(2H. m). 7. 01 (IH, dd). 
7.24(1H, dd) 
Ttm^^M (CaaHa4N0BF • 0. 5C«H«04i:LT) 



10 




c 


H 


N 


F 






62.74 


5. 70 


3. 05 


4.13 






62.71 


5.70 


2. 98 


4.10 



2 7-30 (D^it^^'^^m L. mit^dm^ tt^izmi-^^iz 

omcDit^m immm2 2-26) ^T^iz^-to znt><D{t^^ 
li, ±B5.LtzU7tm. mmmizm^c!:)j:mRa^m^{z{2i*ai(D^tL 

^mm2 2 ; S-yJl'rtr^- 8- [2- CN-yoe^U- 3- (4 
20 -yf-;t/:7x— -^aifJlTlj:) :i.h^'>1 -4 

- ^ o^y > 

IIJfi0!I2 3 ; S-yJl-ta- 8 - [2 - C4 - (4-/h + i/7x 

^mm2 4 ; 6 -:?7l':*-n- 8 - [2 - (4-yh + i/-a-/^ 
25 ;U7i*^;l/T i i h^i/] - 4 -i'ovy > 

IIJfi0»J2 5 : 5 -7>'l/:ra- 8-[2-(4-(l, 3 
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4 9 

4 - ^n-ry > 
; 6 -7>'l/:fD- 8- [2- CN-/f-;l/-4- (4- 

5 - avy > . 



wo 94/29293 PCT/JP94/00923 



m 1 



C"? fit' 

0CH.CH,NH-(OI.), 


# ^ 






a ft # « 


3 






BL* 145 ~146 "C 

(C22H»eN04F • 0. 5C4H40« • 0. 5H2O t LT) 

C H N F 
mfiOD 63.43 6.43 3.08 4.18 
mkmiX) 63.70 6.53 2.89 3.84 


4 


OCH, 




Bt* 151 —152 "C 

(C22H».N04F-C4H«04i:L-C) 

C H N F 
aife^O) 62.02 6.01 2.78 3.77 
Mflk^(%) 62.02 6.00 2.78 3.70 


5 






it^ 136 —137 C 

(C28H2.NO4F • 0. 5C4H4O4 1 LT) 

C H N F 
SUfflCID 65.35 6.58 3.05 4.13 
HS^iSO) 65.09 6.49 3.04 4.07 


6 




y-^jm 


143 —144 'C 

(C84H,oN04F • 0. 5C4H4O4 • 0. 5H,0 1 LT) 

C H N F 
m^W^ 64.72 &89 Z 90 3.94 
mk^GO 64.42 6.59 Z81 3.74 


7 




y^jm 


UlS 145 —146 'C 

(C22H»«N0.FS • O.5C4H4O4 • 0.2HaOt LT) 
C H N F S 
SHItCD 61.97 6.15 3.01 4.08 6.89 
WfknCX) 61.88 6.07 3.06 4.15 7.00 


8 


,,^N(CH.), 

-O 




nt.^ 172 —173 'C 

(C2.H2«N.0sF-2HCltLT) 

C H N CI F 
m^^(X> 58.85 6.60 5.92 14.98 4.01 
58.20 6.64 6.11 15.00 8.75 
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5 1 



m 2 



OCHsCHjNH-CCH,)* -^b>?^, 

R 


mm 




• 


m <t ^ ffo n ^ 


9 






MM. 123 ~125 "C 

(C„H2«N04F-HCli:LT) 

C H N CI F 
SMC%> 61.54 6.15 a 42 8.65 4.64 
He^ltO) 61.43 6.13 3.39 8.76 4.55 


10 






ifcS 142 --143 'C 

(C»,Hs4N0,ClF • 0.5C«H404 • 0.5H,0t LT) 
0 H N CI F 
mtm(X) 60.20 5.71 3.05 7.73 4 14 
mk^CX) 60.16 5.47 2.97 7.21 3.86 


11 






169 ~170 C 

(C2 2H„N208F • 0.5C4H40« t UT) 

C H N P 
SlilltaD 65.44 5.72 6.36 4 31 
mkm(X) 65.25 5.72 6.41 427 


12 


-O 




m.^ 140 ~i4i r 

(C21H2.N2O8F • 0.5C«H404 1 bT) 

C H N F 
60.00 5.47 6.08 413 
He^itO) 59.84 5.54 6.02 3.92 


13 






Mj^ 148 —149 V 

(C2 8H«.N0«F • 0. 5C4H4O4 1 LT) 

_ C H N F 
mMk&CX) 65.63 6.17 3.06 415 
ll«fem!D 65.55 6.16 3.17 402 


14 






SL* 187 ~188 'C 

(C23H,.N06F • 0. 5C4H4O4 • 0. 5H,0 1 LT) 
C H N F ' 
mSi^CX) 62.23 6.06 Z90 3.94 
^m%) GLZl 5.82 2.92 402 



wo 94/2»93 
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5 2 



^ 3 



0CH,CH,NH-(CH2)« 


mmm 




• 


a <fc ^ w 14 «t 


15 


^<«. 




139 ~140 'C 

(C»4H„N04F • 0.5C«H404 • O.SHzOi LT) 

C H N F 
Sii^a) 64."^ &89 Z90 3.94 
HemCD 64.41 &94 2.80 3.62 


16 






157.5~158.5 r 

CC»eH2.N04F • 0. 5C«H404 • 0.2H,Oi LT) 

C H N F 
mk^OS) 67.88 6.14 Z81 3.81 
HifelS^ 67.12 6.31 Z64 8.57 


17 






Mj^ 119 —120 'C 

(Ci2H2«N04F, • 0. 5C4H«04 1 UT) 

C H N F 
SlliilCD 62.20 5.87 3.02 &20 
Wm(X> 62.11 5.87 3.05 a21 


18 


CH.yO 




88 ~90'C 

(C,«H2,N20eF • 0. 5C4H4O4 • 2H20t UT) 
C H N F 
9gft1i(X> 56.52 6.02 5.07 a 44 
mm&Ob 56.64 6.01 5.02 a43 
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^ 4 



0CH,CH2-N-B-H^ 


mmm 


1 

-N-B- 




S ^ ^ fi5 14 tfc 


19 


H 

1 

-N-CH,CH,- 




Sl* 177 M78 "C 

(C»oH22N0«F • 0. 5C«H404 1 tT) 

C H N F 
SI&iaCD 63.30 5.80 3.36 4 55 
Iggfe^tCO 63.29 5.75 a 36 4.42 


20 


H CHs 
1 1 
-N-(CH2)8-C- 
1 

CH, 


-p'7)\,m. 


m.^ 141 —142 "C 

(C,4H.oNO«F'C4H4 04i:L-0 

C H N F 
SiftHQD 63.27 6.45 Z63 3.57 
mkW3b 63.23 6.39 2.73 3.51 


21 


CH, 

-N-(CH,)4- 




126 ~128 'C 

(C»«H2.N04F«HCltLT) 

C H N CI F 
Wi^(X) 63.08 6.67 3.20 8.10 4.34 
^mX) 62.76 6.65 3.21 8.11 4.29 
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S 5 





0 

rV 








0CH2CH,NH-(CHt)4-W' 


mm 






m <t ^ tf3 1^ iK 


27 


0(CH2)2CH. 




bl* 109 ~ni r 

(CsHsaNOsF • C4H4O4 • HaOt bT) 

C H N F 
Sf^O) 60.09 6.61 2.42 3.28 
m^ffiO) 60.20 6.67 2.44 3.07 


28 


^<^OCH, 

^) 




m.^ 139—140 'C 

(C8«H.*N07F-C4H404tL-C) 

C H N F 
S^CX) 62.48 2.14 2.91 
HilffiO) 62.28 5.60 2.16 Z85 


29 


^^OCH.OCH, 




m.^ 116 ~117 V 

(C,«H,oN08P • HCl • 0. 5H»0t LT) 

C H N CI F 
mkm(X> 58.47 6.54 2.84 7.19 3.85 
HSI^filCD 58.87 6.32 2.91 7.97 3.83 


80 






1^ 167 ~168 "C 

(CaiH8,N0«F '.0. 5C4H«04 1 UT) 

C H N F 
m^mOO 62.46 6.12 3.04 4.12 
msm^ 6Z27 6.16 2.93 3.98 
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mmm 3 1 

8- [2- [4- (1, 3-^yVi^:i-^'J-Jl-5-^ Jl) 
5^;l/T5y] xh + i^] - 6 -:7;l.:*-a- 4 -i^ovy > (||Jffi0>I 
2<D<t^m 3 0 Omg. ^yi^J\/fa i h' 0 . 12ml ^T-tr h 
5 — h U ;L'2 Om Kife* U OA 1 0 Omg^-iOX.. 2Nf 

-{-(l-M-L. i^auTi-.JlL.- ^ ^ -Jl (5 0: 1) ©S-^^fflET 
^ajfsc tirJ:*). 8- [2- [N- [4- (1. 

10 - G -yJl:ti=i- 4 - i^n-ry > 3 1 0 m g *#/co C tl^T-b 

h 'J.'l'-eB^Sf ^::i:(w<J:f5. 8- [2- [N- [4 - (1. 3 

i h + i/] - 6 -7-'l/:fn- 4 - i^ovy > ;f+-*fb— 120 
15 mg^W'f^o 

ife * 1 6 7 - 1 6 8 'C 

TC^^tfffit (CsHjoNObF • CaHaO«t LT) 

C . H N F 

Siiffla) 64.02 5.55 2.41 3.27 
20 63.93 5.52 2.39 3.27 

mmm 32 

m^^^^Z tiZ^O. 8- [2- [N- [4- (1. Z-O/-:^^ 
25 ^v-;i/- 5 ->r;u) -N-yn tf;i/T i y] ih^:/] 
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5 6 

St * 1 4 8 - 1 4 9 °C 





C 


H 


N 


F 




SUM a) 60.78 


6. 05 


2. 63 


3.56 


5 


mmm(%) 60.55 


5. 94 


2.62 


3.24 



mmm 3 3 • 

8- [2- [4- (1, 3-^>Vi^:t^'J-Jl-5 ->fJi:> ZT 
"^JlTiyl JLh^i/l - 6 -7;i':^o- 4 - i^avy > *\ $ :7 
10 vu-h (HSfiflW 2 ©Yfc-^W S 0 Omg^i^C^xJO y ^ i/izmM 

bT. 8- [2- [4- (1, 
15 :/^>'l'T i y] - 6 -7>>I/:ra- 4 -i'Dvy > i^K? 

m. 3 7 0 m g ^m^tzo 
M.^ 1 5 4 - 1 5 5 "C 

mmn^m:x,^i^ hJU (DMSO-d 6. TMSF^SU^m) 
6:1. 5-1. 7 (4H, m. C Hj C C Ha C Hj A r ) , 
20 2. 5 3 (2H. t. CHaCHjCHzCHjAr ) , 

2. 82 (2H, t. COCHi) , 3. 02 ( 2 H. t. 
CHaCHaCHaCHjAr) . 3. 3 3 ( 2 H. t. 
OCHsCHjN) , 4. 4 0 ( 2 H, t, OCH,CHaN). 
4. 5 6 (2H, t, COCHaCHjO) . 5. 9 6 ( 2 H. 
25 s. OCH2O), 6. 67 (IH, dd), 6. 8- 

6. 85(2H. m). 7. 06 (IH, dd). 7. 35 
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5 7 



( 1 H, d d) 

Tcm^mm (C8.H8«nosF • hc 1 1 lt) 







c 


H 


N 


C 1 


F 






60.34 


5.75 


3. 20 


8. 10 


4. 34 


5 




60.00 


5. 65 


3.23 


, 7.96 


4. 27 



mmm 3 a 

mmmsz(D 8-[2-[4-(i. z-^>'/-:^t^y-;i 

- 5 -'f ^u) yf-jir I y ] i - 6 - yji-to- 4 - ^ a 

10 vy> ^= :7VU- h©ftt)(3IC 6 -:7;|/:^-n- 8 - [2 - 
[4 - (4 h + i/7x— .'I/) :/^;UT5 y] ih + i/] - 4 - 
i^nvy> ^5 :7V I/- h C^SfiM 1 CDffc-^*!)) 

e-^^'U^fn-S- [2- [4- (4 - y h + i/:7i— 

15 1 6 5 - 1 6 8 "C 

mm^^mi^^i^ hJl (DMS0-d6. TMSl^SU^i^) 
6:1. 5-1. 7 (4H. m. C H jC Hj C lis C Hj A r ) , 
2. 5 3 (2H. t, CH»CH»CH,CH2A r> . 
2. 8 2 (2H, t. COCH2) . 3. 0 2 (2H. t. 
20 CHsCH.CHsCHjAr) , 3. 3 3 ( 2 H. t, 

OCHaCHjN) , 3. 7 2 ( 3 H, s, OCH,), 
4. 3 9 (2H, t. OCHiCHiN) , 4. 5 5 ( 2 H. 
t. COCHbCHsO). 6. 84 (2H. d) . 7. 06 
(IH. dd), 7. 13 (2H, d), 7. 34 ( 1 H. 
25 d d) 

Tbm^mm (Ca8H,.N04F • HC 1 tbT) 
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5 8 



C 



H 



N 



C 1 



F 



mskmO) 62.33 



6. 42 



3. 30 



8. 36 



4. 48 



mmmi%) 62.04 



6. 30 



3.23 



8. 34 



4.44 



5 mmm 3 5 

6-7;U:t-a-8 - [2 - [4 - (4- / h + i/7x^;|/) 
;l/T a y ] i h^-/] - 4 - i^nvy -;t/ Cmmm 1 (DcDfb-^igz)) 
1 7 Omg. Z7^JVm2 4mg^;f J -JHzmmL. ^Jft^g 

10 ^-fr. 6 -^^'Uzi-o- 8 - [2- [4- (4 h + 5/:7x^iU) 

1 3 6 m g ^#fco 
ife.* 1 3 9 - 1 4 1 "C 

l^m^^RSx^:? h;t/ (DMS0-d6. TMSF«3Si5^*) 
15 5 : 1 . 5 - 1 . 6 (4 H. m. CHaCH^CHaCHiA r ) . 



20 



1. 8-2. 0 (2H. m. CH(OH)CHjCHiO) , 

2. 5 1 (2H. t. CHjCHsCHsCHjAr) , 

2. 7 4 (2H, t. CH«CHaCHaCH,Ar) . 

3. 0 1 (2H. t. OCH2CIi2N), 3. 7 1 ( 3 H. 
s. OCHa) . 4. 07 (2H. t. OCHaCH^N). 

4. 14 (2H. t. CH(OH)CH2CH.O) . 4. 5 7 
(IH, t. CH(OH)) , 6. 45 (IH, s), 6. 70 
(1 H. dd), 6. 80 (IH. dd). 6. 83 ( 2 H. 

d) . 7. 10 (2H. d) 
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5 9 

Ttm^ifrm (C2aH2.NO«F • 0.5C*H4O4i LT) 
C H N F 

aiSllita) 64.42 6.76 3.13 4.25 
mmmCX) 64.29 6.78 3.14 4.28 

5 

mmm 3 6 

0. ^^7-71/51111. t Ko:7^>2 Om 1 

8- [2- [4- (1. 3 -^>l/i^:^+7-;U- 5 ->r;U) 
;UT i y ] JL h4^i/] - 6 -•7 7l/:tn- 4 - b ov>' > 2. 62 
10 g^mmL. ^i%T. 7i<.mit^^'^mi-h')^J^2 4 7nig^j!ra^/co 

^^';:<7^7l/^^av hi^-7:7>f -(r#L. ^' o n.-}t;UZs - y y - 
;U-T>^-T7k (2 0 : 1 : 0. 1 ) ©il-^^aET^ffi-rS C t 
15 IZJ^O. 8- [2- [4- (1. 3 -^>'/i^:t^V-A- 5 

1. 9 0 g*?§^o cn^T-t h> 6 Om 1 fC^j^L. 7v;i/Bj? 
2 6 2mg«-jtox.. flnm^SIS^^^ {r?&£PLT«fm-r'5i^fB^ffifl5j 

8- [2- [4- (1, 3 -^>^ri^:t^V-;l/- 5 -^-yU) 
20 yf^-'l'T i y] h^i/] - 6 - :7 7l/:*-n- 4 - ^ nvy 
5 :7^U- h 1 . 7 8 g^W/Co 
St.* 1 3 5 - 1 3 7 'C 

^iam^Rl;^'^^' h>'l' (DMSO- d 6. TMS F^SB^ifl) 

1. 5-1. 6 (4H, m. CHzCHjCHiCHsAr) . 
25 1. 8-2. 0 (2H, m, C H(0 H) C H, C Ha O) . 

2. 5 0 (2H, t. CHaCHiCHjCH^Ar) . 
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6 0 

2. 76 (2H, t. CHiCHjCHzCHzA r) , 

3. 0 2 (2H, t. OCH»CH«N) . 4. 0 9 C 2 H. 
t, OCHjCHjN) . 4. 15 (2H, t, 
CH(0H)CH,CH20) . 4. 5 7 ( 1 H, t, 

5 CH(OH)) . 5. 9 5 ( 2 H. s, OCH,0), 6. 4 4 

( 1 H, s) . 6. 6 4 ( 1 H. d d) . 6. 7 1 C 1 H. 
d d) . 6. 7 9 - 8 2 ( 3 H. m) 
Tzm^Vrm (CaiHj.NOsF •0.5C4H4O«i:LT) 





c 


H 


N 


F 


10 


mmmx) 62.45 


6. 12 


3. 04 


4. 12 




mWimC%y 62.30 


6.09 


2. 97 


4. 12 



mmm 3 7 

mmms 6 tmmzLx^ e-yji^a- s- [2- [ (4-y 

ife.* 1 5 3 - 1 5 5 °C 

Tcm^mm (C20HS4NO4F •0.5C4H4O«i:LT) 





C 


H 


N 


F 


20 


mis»m(.%) 63.00 


6. 25 


3. 34 


4. 53 




m^m(%) 62.70 


6.18 


3.31 


4. 46 




mmm 3 s 










mmms stmmiz 


LT. 6 


- :7 0 - 


8- 1 
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6 1 

ife.^. 1 4 9 - 1 5 0 "C 

TC^^Wfit (C24HajN0«F •0.5C4H«O4i:LT) 
C H N F 

mmm(.%) es.e? 7.21 2.95 3.99 

5 mmmCX) 65.54 7.25 2.96 4.00 

mmm a s 

8- [2- [4- (1, 3 -^^'/i^^+V-yl/- 5 f 
0. 19g<£-y:J^y->>H2ml Jr^PL. ^ig-C 4 8l^fS^#t 

15 ^-T* (30: 1:0. 1 ) ©S-g-^JiT^m-r 5 CI 1 11 J: 0. 

N- [2 - [ (.4 -T I J - e -yjl:irr3- 8 - i^av — + 

->] - 4 - ( 1 . 3 -^>'/>>:*-^v-;i/- 5 - ;u) :r 

5^;UT$> 0. 6 5 g*|#/-Co ^n€"4^^iaffc7K^/l. 4- 

20 't'-CSfk^it. N- [2 - [(4-Tiy-6 -yjl-to- 8 - ^ 
Dvr:;U) :f4^->] i^^U] - 4- (1. 3 V-^U 

- 5 - ^b) zr^JUT I y O. 6 g 

^m^^P^X^i' h^U (DMSO- d 6. TMSl*3gP^m) 
d : 1. 5-1. 7 (4H, m. CHaCHgCHaCHj A r ) , 
25 2. 1 - 2. 3 ( 2H, m, CHCNHOCHaCHjO) . 

2. 52 (2H. t. CHsCHjCHiCHjAr) . 
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3. 00 (2H. t, CHiCHjCHjCHsA r ) , 

3. 29 (2H. t, OCH2CH2N) . 4. 2-4. 4 
(2H, m, CH(NH2)CH2CH20) , 4. 3 1 ( 2 H. 

t. OCHiCH.N) , 4. 4 8 ( 1 H. t, CH(NHi)) . 

5 5. 9 4 (2 H. s, OCH2O) . 6. 67 (IH. dd). 

6. 8-6. 9 (2H. m) . 7. 03 ( 1 H, dd), 

7. 1 7 ( 1 H. d d) 



5c^^«ffit (C22H27N20*F •2HC 1 -l.SHaOttT) 





c 


H 


N 


C 1 


F 


10 


m^m%> 52.59 


6. 42 


5.58 


14. 11 


3.78 




mmm%) 52.35 


6.27 


5.82 


14. 28 


3. 82 



mmmA 0 

6-7 Jl:t 0-8 - [2 - [4 - C4 - / h^'>y ^ ^Jl) 
15 ;UT ^ y ] i - 4 - ovy 2 O Omg^y - 

-'L' 3 m 1 izmm m^m 0 , 0 8 m 1 ^ta^. -^mt^i^m tt^o 

20 t-T7k (5 0 : 1 : 0. 1 ) "Tigifi-rS d it! J: N- [ 2 - 
[ ( 6 -:7;U:*-n- 4 h + i/- 8 -^n-r.=.;i/) a. 5^ 

;u] - 4 - (4 - j< ;u) y l 2 4mg*- 

m:.„ zn^:^ ^ J -J\/^i/o.^fk2 1ms'C^m\^^ N- [2- 
[ ( 6 -:7;U:rn- 4 -y h + i/- 8 - ^'dvj:!;!/) + 

25 - 4 - ( 4 h + ->7x— :rf-;UT = > 

1 4 0 m g ^Wfzo 
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6 3 



Hfe * 1 8 8 °C 



c 


H 


N 


F 


m(.%y 60.84 


6. 54 


2. 84 


3. 85 


-liSa) 60.68 


6.51 


2. 80 


3.75 



mmm 4 1 
(1) 

8 - [2 - [N- [4 - (1. 3 -0*/b:f^V-;U- 5 -'T 
10 yf^v'U] -N-^>i?-'UT ^ y ] + - 6 - 3^ JU:*- D - 

4-:^nvy> 93 9mg$^v^h^h V^y^y I 0ml (r^lP 
L> *:}^T^^>'i/vr:t^'>'i7Ayn i h'y:t.-y'jmm (3M) 6 
ml^llPx.fco li^ra^^Sl£:JdE<Cfiafttg<tT>*::^t7A7jc^^£ 
5 0ml «-lHlX.. itHif-^lz-ettttiL/Co 

- j'i^y-^i' (3 0 : 1 ) <Dm^^m-vmm-r^^tizj;ii^^ s - 

[2- CN- [4- (1. 3-'^>-/>^:t-4^V--'U- 5 -^'^P) 
f-^fU] -N-Oi^^PT ^ y ] ih^'C/] - 6 -7;U:fa- 4 
4 - Dvy — 6 5 0 mg^?§/co 
20 mm^mm CF ah, m/z) : 5 0 8 (M*+ 1 ) 

mmn^myf^^p y^i' ccdc i a, tmsi^su^^) 

6 :1. 5 - 1 . 7 (4 H, m. CHjCHjCHjCHjAr) , 
1 . 5 7 (3 H, s, CHa) . 
1 . 8 7 ( 1 H. b r s, 0H> , 
25 2. 0 4 (2 H. dd. C(CH3)(OH)CH2CH20) . 

2. 4 9 (2H. t, CHaCHaCHsCH.Ar) . 
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6 4 



2. 57 (2H. t. CHaCHaCHsCHjAr) . 
2. 8 9 (2H, t. OCHiCHjN) , 3. 6 6 ( 2 H, 
s. CHjPh) . 3. 9 8 (2H. t. OCH2CH2N). 
4. 2 5 (2H. t. C(CH,)(0H)CH2CH,0) . 
5 5. 9 0 ( 2 H, s, OCHiO) . 6. 45 ( 1 H. dd), 

6. 46 (IH, d). 6. 56 (IH, s). 6. 70 

(IH, d). 6. 76 (IH, dd). 7. 2-7. 4 

(5H, m) 

10 (2) 

Jiia ( 1 ) -CmcB- [2 - [N- [4 - (1, 3 

- 6 -yjl:i-n- 4 - jtf-Jl- A - ^ a-? y —;i 64 Omg^f^ 

15 iHi;t. sff7jc^^fflmTi 2nm^wLfzo mm^i&^WimwL^Wk 

y-^'U (2 0 : 1 ) OS-^^j^T^aj-rSC tlCit), 8 - [2 - 

[4- (1, 3 -^y-Zi^^r+v-;!/- 5 --f^i/) zr^)iTi.j'\ 

h + ->] - 6 -ZPJlitrJ- 4 - :f^=f-)l- A - o^y 4 6 

5i^B^B^T-tr h-h U>'l'J:t3fl5feS-r5Ci:JiJ:0. 8- [2- 
[4- (1, Z -^>Vi^:t^y-Jl- 5 ->( Jl) zr=f-)lTlJ'\ 

ifU-h ^^kKU-h 15 0mg*»/io 
25 ife.it 1 7 9 - 1 8 0 'C 

TC^^tifiit (CisHjsNOsF • CiHiO* • O.5H2O t LT) 



wo 
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c 


H 


N 


F 


mmmo) 58. is 


6. 05 


2.71 


3. 68 


mmma) 58. is 


5. 93 


2. 76 


3. 69 



5 mmm 4 2 

h > 5 m 1 1 , 4 - i^yt^-^T > 1 0 m 1 (DM^^mz 6 - 
yjU:ira-S- [2 - [4 - (4-y h^i/:?*^:^) y^Jir i 
y] - 4 -:J7nvy-;i/ 6 2 5ing. p- b^Ui^;;^ 

• — 7jcfn«& 3 6 6mg^linx.. *»IBfc7jc^fi^t^5^i:*<<^ 1 

0 : i> (Dm^mm-vmrn-r^ztizj^i!)^ n- [2- c ce-:? 

;i/:*-o- 2H- ^'ny >- 8 i^^I/] -4- (4 

15 - ^ h + ->:7*-;i/) ^^f^^UT 5 > 4 5 Omg^Jf/io cn^7 

N- [2- [ (6 -:7 7U:i-a- 2H-^ny >- 8 --f 
:^-+'>] - 4 - (4 - y h4^S/7x^;l/) ZT^JIT > > 

^$:7vl/-h 3 8 4ing*f#/io 
20 illl * 1 3 9 - 1 4 1 'C 

. Ttm^Vfm (C22H28N08F •0.5C4HiO4t LT) 



c 


H 


N 


F 


67.12 


6. 57 


3. 26 


4.42 


66. 86 


6. 62 


3.24 


4. 36 



25 
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6 6 

mmmi 2<D6 -yjv-tt3- s- [2- [4- - / h^i^y 

8- [2- [4- (1. 3 -^V'/>':i-^V-;l/- 5 -'f -(P) 
5 ;l/Tiy] - S - y Jl^ta - 4 - JU- 4 - n-? y 
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